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(57) Abstract 

A styrene derivative represented bv general formula (1), a salt thereof, a process for producing the same, lipoxygenase and 
cvclo-oxygenase inhibitors each containing an effective dose of the derivative and a pharmaceutical carrier, and a method of inhi- 
biting lipoxygenase and eveio-oxvgenase by administering the derivative R, and R 2 may be the same or different from each 
other and each represents hvdrogen, lower alkoxy, halogen or lower alky I; R 3 s may be the same or different from each other 
and each represents hydroxy, lower alkoxy, lower alkyl, lower alkoxycarbonyloxy, lower acyloxy, a di(lower alkyl) phos- 
nhate residue or an optionally protected amino acid residue; 1 represents an integer of 0 to 5 ; m represents an integer of 0 to 
5 ■ X represents a single bond or a group represented by the general formula -N(Z)CO- wherein 2 represents (CH^rjA wher- 
ein A represents hvdrogen, carboxy, di- or mono(lower alkyl) carbamoyl, carbamoyl, lower alkoxycarbonyl. cyano, lower al- 
koxy N-acylamino, optionallv substituted phenyl, pyndyl or thienyl, and n represents an integer of 0 to 5 ; and Y «P«« nts 
-C(Z') ~ CH-, -CH = CH- C(Z') - CH- or -C(Z') - CH-H - CH- wherein T is the same as Z, provided the case where both of 
Z and Z' are hydrogen when n is 0 is excluded. 
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PCT/JP93/015": 

7 8 

1 £ ( & # ) 
— . | 

'H-NMRO&$) 



1 


(CDCI3) 

1 79(r 3H),2 99-3.07(m.2H).3.69-3.78(m,2H).3.80 
ls.3H).3.83(s.3K),3.83(s,3H),4.22-4.30(q.2H),5.77 
(s,lH),6.09-6.13(m,lH),6.81-6.94(m,6H),7.04-7.08 
(m,2H),7.33-7.36(m,2H),7.62(s,lH) 


2 


(DMS0-d6) 

2.97(m,2H),3.48-3.53(m.2H),3.72(s,3H), 

3 50(s,3H),3.80(s,6H),6.91-6.95(m,4H),7.13-7.16 

(m 2H) 7 28-7 35(m 4H),7.97(s,lH),8.40-8.43(m,lH) 


3 


(CDC13) 

3.03-3.08(m.2H),3.42(s,3H),3.72-3.77(m,2H),3.80 
(s3H),3.81(s,3H),3.89(s,6H),4.24(s,2H),5.65(s,lH) 
6.63(s,2H),6.81-6.93(m,4H),7.06-7.13(m,3H),7.35- 
7.41(m,2H),7.66(s,lH) 


4 


(CDC13) 

0 95(t.3H),l .53(m,2H).2.48(m,2H),3.06(m,2H),3.73 

(m,2H)3.79(s,3H),3.81(s,3H),3.87(s,6H),5.62(s,lH) 

6.20(m,lH),5.54(s,2H),6.81-7.38(m,8H) 


5 


(CDC13) 

2 99(L,2H),3.53-3.83(m,l7H),5.76(br,lH),6.27(s,2H) 
6.82-7.04(m,8H),7.14(d,2H),7.36(d,2H),7.69(s,lH) 


6 

,, 


(CDC13) 

3.00(m.2H),3.61(s,6H),3.69-3.87(m.8H),6.25(s,2H) 

6 80-7.66(m,llH),7.84(s,lH),7.91Cbr,lH),8.69(m,lH) 
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% 1 H ( c? ) 



3& 

m 


H-NMR(fe-k^) 


7 


(CDC13) 

3 01(t 2H),3.66-3.71(m,8H),3.80(s.3H) ) 3.81(s,3H) 
' ,w f -nu im 6 81-7 47(m,llH),7.84(s,lH 


8 


(DMSO-d6) ri „„.,_., 
2 73(s 3H),2.94(m,2H),2.95(s,3H).3.46(m,2H) 3.72 

(s6H) , 3.75( S ,3H),3.77( S ,3H),6.72(s,2H),6.92-6.98 
(m,4H),7.12-7.31(m,6H),7.97(m,lH) 


9 


(CDC13) 

141(s,9H),2.73(s.3H),2.99-3.04(m,5H).3.55-3.79 
(m,8H).6.80-7.38(m,llH).7.56(s,lH) 


10 


2 D 6^( S s°3H)!2.85-2.99(m,5H),3.75(s,3H).3.76(s.3H) 


11 


CCDC13) 

3.08Xt,2H),3.73(q.2H).3.79(s.6H).3.95(s.6H^^ 

fi ^ r lH 6 79(s 2H) 6 81-7.37(m,10H ,7.94(d,lH) 


12 


3.82(s,3H),3.91(s,6H),5.76(s,lH),6.50(q,lH),6.66(s,2H) 

6.80-7.38(m,l 1H) 
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'H-NMR(r^) 



13 ' 


r DMS0-d5) 

1 82-1 87(m.2H),2.71(s,3H),2.73(m,2H).2.94S.3H),3.20 
(m 2H) 3 72,3.73,3.75(sX3,12H),6.72(s,2H),6.91-6.98 
(m'4H)]7.12-7.18(m,3H),7.27-7.31(m,2H),7.83(m,lH) 


14 


2 D 8^S2(i,2H),3.50(m,2H),3.69(s,6H),3.75(s,3H),3.77 

(s3K),6.86-6.99(m,6H),7.12-7.17(m,2H),7.21-7.32 

(m,2H),7.43(s,lH)8.58(m,lH),9.06(s,lH) 


15 


(CDC13) 

2 91(t,2H),3.6(m,2H),3.7-3.9(m,12H) f 5.70(s l lH),6.0 
(br,lH),6.65(s,2H),6.84-7.35(m,8H),7.79(s,lH) 


16 


(CDC13) 

3 07(t 2H),3.72(s,3H),3.73(L2H),3.79(s,3H),3.81(s,3H) 

3'88(s,6H),5.67(s,lH),6.66(s,2H),6.88(d,2H),6.90(d,2H) 

7.10(d,2H),7.35(d,2H),7.38(d,2H) 


17 


2 C 9°(s B 3H),2.96(s,3H),3.04(t,2H),3.51(s,2H),3.68(q,2H) 
3 80(s,6H),3.83(s,6H),5.65(s,lH),6.51(s,2H),6.81(d,2H) 
6.83(d,2H),7.11(d,2H),7.21(d,lH),7.38(d,2H) 


18 


(CDC13) 

2.10(s,3H),3.12(t,2H),3.71(s,3H),3.78(s,3H),3.92(t,2H) 
3.94(s,6H),6.77-6.84(m,5H),7.38(d,2H),7.47(s,2H) 
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f 'H-NMR(i§&) 


19 


f f" 1 T^) 1 *"' 

3 00(: 2K;,3.63(s,6H),3.67(q,2H),3.78(s,6H),5.69(s,lH) 
6.65(s',2H).6.78-7.93(m.l4H) 


20 


(CDC13) 

3.80(s,3H),3.85(s,3H),3.93( S ,6H),5.97(s,lH)6.84(d,2H) 
6.97(d,2H),7.l8-7.26(m,4H),7.39(d,2H),7.73(s,lH) 


21 


(CDC13) 

3 66(s 3H) 3 77(s,3K),3.81(s,3H),5.92(br,lH),6.53(s,lH) 
6"3-7'.06(m,9H),7.42(d,2H),8.04(s,lH) 


22 


fCDC13) 

3.08(t.2H)3.71(s.3H).3J3(t.2H).3.77(s.3H).3.77(s,3W 
3.95(s,6H).3.97(t,2H),5.70(s.lH),6.10(d,lH),6.68-7.46 

(m,13H), 


23 


fo D 8a2H),3.76(s,3H),3.77(s.3H),3.83(t,2H),3.90(d,2H) 
3.94(s,6H),6.06(d.lH),6.68-7.46(m,13H) 


24 


(CDC13) 

3 04-3 09(m,2H),3.69-3.76(m,2H),3.80(s,3H),3.82(s,3H) 
3".96(s.6H),5.87(n,lH),5.97(s,lH),6.17(d,lH),6.82-6.95 

(m.4H),7.09-7.40(m,8H) 
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! 


25 


(CDC13) 

1.40(t,3H),3.10-3.15(m,2H),3.72(s,3H).3.74-3.76(m,2H) 
3.80(s,3H),3.90(s,6H),4.29-4.37(q.2H).6.49-6.51(m,lH) 
fi RD-£ QOfm 4H1 7 10-7 13fm 2H) 7 21(s,2H),7.36-7.39 
(m.2H),8.12(s.lH) 


26 


(CDC13) 

1.38(t,3H),2.99(q,2H),2.99(s > 3H),3.13(s,3H) ; 3.65(q,2H) 
3.79(s,3H),3.86(s,3H),3.91(s,6H),4.34(q,2H),6.56(q,lH) 
6.65(s,2H).6.81-7.38(m,llH) 


27 


(CDC13) 

l.39(t,3H) 1 3.08(t,2H),3.7l(s,3H),3.73(t,2H).3.77(s.3H) 

3.77(s,3H),3.95(s,6H),3.97(t,2H),4.32(q,2H),6.12(d,lH) 

6.68-7.46(m,l3H) 


28 


(CDC13) 

2.34(s,3H),2.72(s,3H),2.96-3.03(m,5H),3.53-3.80 

(m,8H),6.67(s,2H),6.8l-7.l5(m,7H),7.37(d,2H),7.55 

(s,lH) 


29 


(CDC13) 

l.39(m,6H),2.72(s,3H),2.95-3.l0(m,5H),3.56-3.83 

(m,8H),4.3l(m,4H),6.66(s,2H),6.8l-7.K(m,7H),7.37 

(d,2H).7.52(s,lH) 


30 


(CDC13) 

1.47(s.9H),2.7l(s.3H).3.00-3.03(m,5H),3.53-3.83 

(m,l4H),4.26(d,2H),5.05(br,lH),6.67(s,2H),6.8l-7.l5 

(m,7H),7.37(d,2H),7.54(s,lH) 
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8 3 
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^ 78' s 3H) 2 90-3.00(m,5H),3.43-3.53(m,2H),3-76 
("m,12H),4.'l9(s,2H),6.87(s,2H),6.92-7.31(m,9H) 

8.16(br.lH) 
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